TABLE 8
P 200-110 STUDY NO. 304

cLco

AVERAGE DAILY DOSE (m3) BY STUDY WEEK

VALID AND PARTIALLY VALIO PATIENTS

Treatment Week 1 | Week 2 | Week 3 | Week 4 | Week 5 | Week 6 | Week 7 | Week 8 | Week 9 | Week 10
B 20-110
N 42 41+ 42 40 40 40 39+ 40 37 36t
Mean 4.9 4.9 8.1 8.8 10.2 10.5 11.9 11.7 11.8 11.8
s.D. 0.46 0.41 2.46 2.45 3.7 3.88 5.20 5. 17 4.94 5.00
Min 3.2 3.8 4.3 4.6 4.3 4.7 4.6 4.3 4.7 5.0
Max 5.8 6.1 11.4 14.4 17.5 18.9 22.5 20.0 20.0 20.0
Propranolol
N 42 42 41 38 37 36 32 31 31 N
Mean 120.1 122.8 197.6 201.0 266.9 279.9 334.9 328.3 337.7 329.5
§.0. 9,63 21.64 76.97 60.28 105.53 99.59 l42.9§ 142. 16 149.97 145.94
Min 100.0 100.0 100.0 97.5 105.0 102.9 1.4 1it. 4 111.4 97.5
Max 160.0 240.0 480.0 308.6 531.4 420.0 480.0 480.0 574.3 480.0

+patient No. 312 failed to return the medication bottles for Weeks 2, 7 anc

could not be determined for these time periods.

! 10 so his average daily dose
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TABLE 9
N 200-190 STUOY NO. 306

SAMARY CONPARATIVE RESULTS FOR TREATMENT X TWVESTICAT(R,
TREATHENT X TIME, A TREATHENT X TIME X INMVESTICATOR
INTERACTIONS FOR THE AATEAU PERIOD - VALID PATIENTS

-
Trcatment ¥ Treatweet X Treatwent X
Baseline Mean Mean Change estigator Time Tise X
(Sasple Slze) Fros Basel ine teraction Interaction Iwestigator
Variable Investigator Intecction
#4 200-1%0 Fropranolol | M 200.1%0 Fropranelal p-value p-value p-value
Sttting Systolic A 140.2 (13) %2.0 (11) ~-14.12 -13.3% 0.065(*) 0.512 0.531%
8.P, (am Hg) (1) 161.2 (13) 163.6 (11) ~24.19 -7.57
C Wi (1) ws.1 (9) -12.8 -13.00
Sitting Diastollic A 04,5 (13) 102.9 (1?) -18.2) -10.16 0.212 0.817 0.3%
8.P. (am Hg) 8 100.1 (13) 100.8 (11) ~14.44 -7.18
c 01,2 (11) 100.2 (9) -13.33 ~13.11
Sitting Pulse A 81.4 (13) 76.3 (11) 5.04 -10.65 0.904 0.254 0.50%
(beats/min) 8 76.8 (13) 76.6 (11) 3.98 -11.77
c 77.4 (11) 2.3 (9) 3.25 -10.46

(*)p<.10, *p<.05, *4p<.09, **op<. 001

€420
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TABLF 10
P 200-110 SfUDY WO. 304

SUMMARY OOMPARATIVE RESULTS FOR BLOOD PRESSURE AND PULSE
WEEK 1 - VALID AND PARTIALLY VALID PATIENTS

0274

Baseljne Week 1 . Treatment Period
Mijusted
Variable Treatament No. of MNean Mean
Group pPatients { Mean S.D. Change S.D. Changet Mean 8.D.
Sitting Systolic PN 200-110 42 149.8 18.51 -9, 388 14.70 140.5 15.40
B.P, (mm Hg)
Propranolol 42 153.7 19.25 -7.0%¢% 13.25 146 .8 19.49
sitting Diastolic PN 200-110 42 101.9 5.09 -8. 88w 7.96 -9.0 93.2 7.92
B.P. {mm Hg)
Propranolol 42 102.7 5.86 -6, 740" 9.12 -6.5 96.0 92.15
gitting Pulse PN 200-110 42 71.% 11,52 3.5 9.81 4.0 ..] ! 12.08
{ per min,) ade e
propranolol @2 74.7 | 8.09 | -s.ovev 8.89 ~8.5 — 9.18
")“.olol ‘P<.05' .‘p<u°" ...P<.001
+Adjusted means presented only when the analysis of covariance assumptions were meﬁ.
N v
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TAHLE 11
PN 200-110 STUDY WO. 304

SUMMARY COMPARATIVE RESULTS FOR BLOOD PRESSURR MDD PULSE
MEEK 2 -~ VALID AND PARTIALLY VALID PATYENTS

0273

Basel ine Week 2 Treataent Period
: ; Mjusted
variable Treatment Wo. ‘of Maan Mean
‘ Group Patients | Mean s.D. Change s.D. Change* Mean 8.D.
Sitting Systolic PN 200~110 42 149.8 18.51 -10.,5%** 12.65 -11.2 139.4 14.81
B.P. (mm Rg) ‘
Propranclol 42 153.7 | 19.25 -7.94¢ 16 .59 -7.1 14¢.9 19.91
1
8itting piastolic | PN 200-110 42 101.9 5.09 =8, 90ne 7.81 ~9.1 93.1 8.17
B.P. (mm Hg)
Propranolol 42 102.7 5.86 ~7.004% 10.97 -7.6 9.9 10.52
sitting Nlul P 200-110 42 77.% 11.52 2.7 7 10.68 33 7 80.2 11.32
‘”t .1"., [ A X ] (2 2]
propranolol 42 74.7 | .8.09 | -g.00we _J 7.81 -8.5 J 66.7 9.26

(*)pc.10, *p<.05S, **p<.01, ***pc.001

+Adjusted mun;s presented only when the analysis of covariance

assumptions were met

re el k) sl
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i TABLE 12
| ; PN 200-110 STUDY ¥O. 304 :
| H
! SOMMARY COMPARATIVE RESULTS POR BLOOD PRESSURE AND PULSE :
! WNEEKS 1-6 ~ VALID AND PARTIALLY VALID PATI
' }
L (
sasaline gndpolat (Weeks 1-6) Treatment Period :
. Mijusted r
variable Treatment No. of Mean Mean |
Group Patients | Mean $.D. Change S.D. | Changet MNean 8.D.
S8itting systolic PN 200-110 42 149.8 18.51 ~18,.9%%* -] 13.82 130.9 12.58
'opo (n Hg’ ]
Propranolol 42 153.7 | 19.25 ~9.7%++ _| | 16.15 144.0 25.75
|
sitting piastolic | PN 200-110 42 101.9 5.09 =15, Tee _J 9.10 -15.9 .-) 86.2 8.22
8.P. (mm Hg) * *
Propranolol 42 102.7 5.86 —9.0%+« _{ | 11.2% -8.8 93.7 11.78
gitting Pulse PN 200-110 42 77.5 | 11.52 3.4* ) 8.56 3.8 -1 80.9 12.05
{per min,) . *
Propranolol .2 74.7 | . 8.09 | -12.30ee L} || -12.7 62.3 | 7.90
‘.)“0‘09 .“QOSI ..P<.0|. "'“.001
+Majusted means presented only when the analysis of covariance asswaptions were met,
E
()
‘ m
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TAME 9

) 200-116 STUDY WD, 00

SUBARY CONPARATIVE RESULTS FOA VITAL SIONS - OWER T AATEAU PEQIOP (WEEKS 7-10) - VALIO PATVIENTS

Gasel tas Seen Change At Noan Over Weoks 7-10 | Trastaent Peried
Vorlable Tretaeat M. of
Crowp Pationts | Wean S.0. Yook 7 Yesk 8 Yook 9 Weok 10 Nson Chavge $.0. Mean $.p.
Stittlag Systelle | P 200-910 » .| 1oz ] creeeee ~18, Y000 -16. 2004 -18.20%¢ “17, 3000 o 13.23 | D ’. N
0.7, (un Kg) l h
Propeansiet » 150.3 | 10,95 | -9.0000 d | 10 600 -11,4000 12,900 tr.2000 L | reies o were | vumd
Sitting Diastelic | PW 200 13¢ 3 01,9 ] 505 | -vaqeee o <15, 000 “16.1vee o -6 100 ~15.4000 o 7.42 0.6 3,08
5.P. (e Ng) i of .
Frepranelel »» 018§ 3.8y | -9.5000 97000 | L10.0000 -v.0000 J | .10.0000 J 8.9 9.4 .08
Sitting Pvine ™ 200-110 n 10.6 { 10.79 3.2(9) - 3.0(°) - 6400 2.9(¢) e o 8.92 0. .53
- (por ele.) ole ole ole o"a ude
: Propraneiel ”" 15.2] 0.77 | -10.00e0 A | v0.g000 ) | cvrdese | cvrimeen ] crt.000e U 7.% 66.4 6.0

(*)p<C. 10, *p¢. 03, **p<.01, ¢°¢p!. 001

7y
v
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TABLE 14

PN 200-110 STUDY NO. 304

SUNMARY CONPARATIVE RESULTS FOR BLOOD PRESSURE ANO P*LSE
ENDPOINT OVER PLATEAU PERIOD (WEEKS 7-10)

‘VALID AND PARVIALLY VALID PATVIENTS

0278

Treataent
Baseline Endpoint Adjusted Perlod
Variable Treataent No. of Mean
Group Patients Nean S.D. Nesn Change S.D. Change* Mean | S.0.
Sitting Systolic 8.P. PN 200-110 40 150.0 18.85 ~-18.50#0 16.77 131.5 |14.77
(sn Hg)

Propranoclol 32 151.0 18.06 ~13,3680 13.60 137.8 [18.91
Sitting Olestolic 8.P. [PN 200-110 40 101.9 5.20 ~16.19¢¢ - §.18 «-16.1 = 85.8 7.29
s.. m) L ] .‘

Propranolol 32 101.7 5.67 -10.2¢0¢ | 8.57 -10.2 - 91.6 7.87
sitting Pulse PN 200-110 40 77.7 11.42 5.2% = [ 12,81 5.8 -~ 83.0 |12.87
{per ®in.) ) ode odo

Propranoiol 32 74.9 8.78 ~11.800e of 671 | -12.s d | 63.1]8.15

"4Yp<,. 10, *p<.0S, *¥pC.01, ##2pC.001

Adjusted means presented oniy when the analysis

L

COC .

of vovarisnce assumptions were met,
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TARLE 15

PN 200-110 STODY NO. 304

SUMMARY OOMPARATIVE RESULTS FOR BLOOD PRESSURE AND PULSE

ALL PATIENTS - ALL WEEKS

0279

Treatment
Baseline BEndpofnt Mijusted Period
Variable Treatment No. of ' pean
Grouwp Patients Mean S.D. Mean Change S.D. Changet Mean | S.D.
sitting Systolic a8.pP. PN 200-110 46 149.7 17.71 ~18.6%%* 15.96 131.2 13.49
{mm Hg)
Propranolol 43 153.7 19.02 | -tt.70ee _| 15.08 “2.1 | 21.29
Sitting Diastolic B.P.| PN 200-110 46 101.6 5.10 -15.6%+* | 8.16 -15.8 -) 86.0 7.08
‘- ﬂg) t 4 [ X £ 3
Propranolol 43 102.6 5.82 -9 28%¢ _J 9.53 -9.0.d | 93.31] 10.05
gitting Pulse PN 200-110 46 76.6 11.47 5.3%¢ _] f 12.15 5.7 —j 81.9 12.90
{par win.) sde ede
propranolol 43 74.7 8.00 | -11.6%+s _I 7.71 -12.0 -4 | 63.1 | 8.76
"v)p<.10, *p<.05, **p<.0t, "8 n<. 001
tadjusted means presented only when the analysis of covariance assumptions are met.
=
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TABLE 16

PN 200-110 STUDY NO., 304

NEVLY-OCCURRING PHYSICAL EXAM ABNORMALITIES

Trestuent Patient
Group No. Variable Abnormality
PN 200-110 101 Eyes Tiny bubbles on anterior lens

103 Heart Pounding soynd: - Grade 1]
systolic murmu.r, left sternal
border

Abdomen Bruit over asorta

108 Heart Grade Il soft systolic murmur,
left sternal border {(not noted
on intial physical exanm)®

Extremities 2% gdema boOth legs

109 Extremities Trace to 1* edems

112 E€yes Grade Il A/V = 1/2, increased
1ight reflex (not noted on
{nftial physical exam)*

158 Skin Setarrnea around nase and ear
(not noted on initial
physical exam)®

Rectsl Prostrate enlarged 3X (week -4
exam not done)
Extremities 3¢ edema on 1nkles

157 Heart Loud Grade II1-11I blowing
systolic murmur at apex

213 Heart Tschycardia possibly drug
related

253 Extzremities Trace pedal edema - bilaterally

302 Eyes 0.U, arcus senills (not noted on

initial ,hysical exam)e
Lungs Increased A.P. chest diameter
(not noted on initisl physical
exan)®
Back Kyphosis (not noted on initisl

physical exam)®

*Codeqd as 8 pre-existing abnormality.

0280
0./~-01884
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TABLE 1€ (Continued)

PN 200-110 STUDY NO. 304

NEVWLY-OCCURRING PHYSICAL EXAM ABNORMALITIES

Trestaent Patient
Group No. Variable Abnormality
PN 200-110 304 Extremities 1* edems both lower extremities
(Continued)
305 Ears, Nose, Throat Chronic otitis - perforation
(not noted on initial physical
exam)e®
319 o 0l g—sight—lowver—quadrant—
surgical scar (not noted on
initial physical exam)e
354 Ears, Nos2, Throat ¥hite papillary excrescence in
left canal obscuring T™
357 Extremities Trace pedal edems
Fropranolal 201 Heart SEM 2/6 along left sternal
border (not noted on initial
physical exam but was recorded
pre~study)e
254 Lymph Nodes Submandibular lymph nodes
psipable, non-tender®*
Extremities Swglling, tenderness around
knees, ankles, wrists, both
elbow jotnts - limitation of
movemeni on bdoth shouldersee
3N Eyes 0ld ™ scars (not noted on
initial physical exam)®
315 Extremities Knee surgery scar (not noted

on initial physical exam)*

*Coded as a pre-existing sdnormality.

eeoCoded as new non-drug related abnormality at Week .4 and Week 10.

0/-01885
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TABLE V7

PN 200-110 STUDY NO. 304

MEWLY-OCCURRING CARDIGVASCULAR ASNORMALITIES

RS T

Treatment Patient veek(s) of
Group No. Varisble Occurrence Abnormality
PN 200~110 101 Other 10 Ophthalmologic -« *Tiny
bubbles” on anterior lens
0D - normal variaticn
103 Heart 10 Mur-aur
Abdomen 10 Abt minsl bruit
106 Abdomen 4 Tenderness to palpation
OUEY - 3 VegInal discharge/abdominal
cram.ing
108 Cough 4 Cough productive of clear
sputunm
Palpitations 4 Jittery « 1 1/2 hour
palpitations
Heart 6, 8, 10 Grade III/V]I systolic
murmur - left sternal
border to apex
Abdomen 6, 8, 10 Abdominal bruit
Extremities 1, 2, 4, Non-pitting ankle/leg edema
6, 8, 10
109 Palpitations 1 5 minutes of palpitations
112 Heart 1, 2 Grade II/VI systolic murmur,
lower left sternsl
border to apex
Pulamonary Findings 1 Fine rales - left lung base
113 Extremities 1, 2, &, Pitting bdbipedsl edema to
é, 8, 10 lower 1/3 tibig
115 Palpitations 1 Had palpitation after first
dose of study drug -
resolved spontansously
118 Heart 1 Atrial gallop-lower lett
2, 4, 6, sternal border
8 Grade 11/V] systolic nurmur,
lower left sternal border
185 Extremities 1, 2, &, Bipedal pitting edema to
6, 8, 10 knee - increased from 1*

on Week ! to 4* on Week

0/~01887
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TABLE t? (Continued)
PN 200-~110 STUDY NO. 304

NEVWLY-OCCURRING CARDIOGVASCULAR ABNORMALITIES

Treatmen? Patient week(s) of
Croup NO. Vacisble Occuyrrence Abnormality
PN 200-110 157 Pulmonary Findings 8 8ibasilar end, expiratory
{(Continuug) wheeze
160 Heart é Grade 11.vl systolic murmur,
lower left sternal border
Extremities 2, & Trace non-pitting bipedal
edena
202 Extremities i a Slight increase in pre-
existing edenma
205 Other 1, 2, 4 Symptoms of URI-improving
at veek &
207 Extreaities 10 2 mm pitting edema; noted
pre-study and on {njitfal
l physical exam. Not noted
) at Wweek 4 and subsequent
. CV evaluations, However,
was noted on final phys-
ical exam.
210 Chest Pain Exertional 2 One angina episode {n las:
week
Orthopnea 1 Pillow orthopnea
212 Cough 2 Cough secondary to UR!
213 Heart Exanm 10 Tachycardia (Heart Rate =
120)
216 Chest Pain Exertionsl 8 Deterloration of anyina
Dyspnea Exertion 8 Deteriorating dyspnea on
exertion
217 Other 8 Rattling in throat - 1 Week
224 ‘Other 2 Dizziness lasting 30 minutes
resolves spontaneously on
sitting
233 Other 2, A Mi{ld hesdaches

0/~-01888§
0283




TARLE 17 (Continued)
PN 200-1310 STUDY NO. 304

NEVWLY -OCCURRING CARDICVASZULAR ASNORMALITIES

G =

Treatment Patient Week{s) of
Group No. arisble Occurrence Abnorsality
PN 200-110 25% Extremities 1, 2, A, Pedal edema
(Continued) 8, 10
302 Heart Exam 1 Irreguler beats - left axis
deviation - non-diag-
nostic ST i.wave changes,
occasional premgture
nodal beats
3048 Abconen 10 Trace 1* edema with vaso-~
dilated skin
305 Extremities 1, 2, 4 Slight non-pitting ankle
edema
Other 10 Earache
Other 10 Perforation right tympanic
membrane
309 Cough 2 Mild cough-secondary to
slnus dralnage
316 Palpitations 1, 2, 4, Mild palpitations
5, 8, 10
319 Palpitations 4, 6 Palpitation 30 minutes
. after taking medication -
lasts about 90 minutes
335 Palpitations 1, 2 Palpitations start one hour
post-dose - lasts several
hours
Other 1, 2 Appears flushed from neck
up
Propranolol 104 Extremities 1 Slight pedal edema
Other ] Cloudec sensorium - S days
- 107 Extremities 8 Trace pedal edema
bilaterally
116 Extremitices 4, 6 Trace pitting bilsteral
edema to lower 1/3 tibia
17 Abdonen s Abdominal brust

0/-0 13&%8 1




TABLE 17 (Continued)
PN 200-110 STUDY NO. 304

NEWLY-OCCURRING CARDIOVASCULAR ABNORMALITIES

zeataent Putient week(s) of
Group N0, variable Occurrence Abnorsality
Propranolol 152 Palpitations 8 3 minutes of palpitations
(Continued) while sitting
Extremities 6 Trace bilasteral edems -
foot/leg
153 Exiremities 1, 2, & Trace pitting edema
bilaterslly over tibia
Other 4 Gout attack - previous
history of gout
158 Pulmonary Findings A, & fgles in lungs - left and
sight base and upper lobes
159 Extremities 4 Trace pitting edema to mid
tibia
209 Dyspnea Exertion 2 Mild shortness of breath
(5-7 minutes) resolves
spontaneously
Dyspnea Sitting 1, 2 Mild shortness of breath
lasting S minutes each
(multiple eplsodes?
Dyspnea Supine 1, 2 - Milo shortness of breath
lasting S minutes each
{multiple episodes)
Other 2 Chest Pain -~ tightness of
chest; mainly subcostal
region
2N Dyspnea Exertion 4 2 blocks for past week -~
possibly due to uncon-
trolled blood pressure
214 Dyspnea Exertion 2, 4, 6, 7 3 blocks - laproving
Extrealties 2 Trace edema
Qther A, 6 URI - Ringing in ears
(possibly due to Tylenol)-
Tesolved
215 Qther } Mild lower back spasa
30 Palpitations 4 2-3x/week - after eating -
less than 1 minute
Other 1, 2 Mild chest discomfort afte-

eating

0289
0/-01£30



TABLE 17 (Continued)
PN 200-110 STUDY NO. 304

NEYLY-OCCURRING CARDIOVASCULAR ABNORMALITIES

Treataent Patient Veek(s) of
Group No. Variable Occurrence Abnosrmality
Propranolol 306 Cough 1 Ory ctough related to
(Continued) resolving UR!
31t Dyspnea Exertion 1 Shortness of breath -
wheezing
Dyspnea Sitting 1 Shortness of breath -
wheezing
Oyspnea Supine 1 Shortness of breath -
wheezing
Cyspnea Paroxysmal 1 Shortness of breath -
wheezlng
Puylmonary Findings 1 Non-cardiac bronchaspasm
352 Other 8 Diarrhea
356 Cough 1, 2
Dyspnea Exertion 2 B8ronchitis past week - lung
field clear

[ SRR




TABLE 8
PN 200-110 STUDY NO. 304

CARDIOVASCULAR EXAMINATION
NEWLY-OCCURRING ABNORMALIVIES®

No. of Patients with
Patient Number Newly-Occurcing
(veexs of Occarrence) Rbnorsality/No. af Patients
fonorsality Normsl at Initial visit
PN 200-110 Propranolol PN 200-110 Propranclol
Chest Pain Exertion 210 (2) 2/43 0/40
216 (6)
Oyspnea Exertion 216 (8) 1 209 (2) 1738 5740
211 (4)
214 (2,4,6,7)
311 (1)
356 (2)
Orthopnea 210 (1) 1744 0/43
Dyspnea Sitting 209 (1,2) 0/46 2/43
311 (1)
yspnea Supine 209 (1,2) 0/45 2/43
311 (1) :
Dyspnea Paroxysmal 311 (1) 0/45 1742
Caugh 108 (4) 306 (1) 3/43 27481
212 (2) 336 (1,2)
309 (2)
Palpitations 108 (4) 152 (8) 6/45 2/43
109 (1) 301 (&)
115 (V)
316 (1,2,4,6,8,10)
319 (4,6)
358 (1,2)
Pulmonary Findings 112 (1) 158 (4,6) 2/44 2741
157 (8) 311 (1)

*Oefined as an abnormality reported during the double~-blind phase that was not pi-sent
during the placebo washout or an abnormality (reported during the placebo phase) that
worsened during the couble-blind phase of the trial.

0/-01832
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TABLE 18 (Continyed)
PN 200-110 STUDY NO. 3204

CARDIOYASCULAR EXAMINATION
MEWLY-OCCURRING ABNORNALITIES*

No. af Patlents ¥with

Patient Number Newly-‘‘ccurring
(veeks of Occurrence) fnrermality/No, of Patients
fonorsality Normsal at Initial visit ,
PN 200-110 Propranclol PN 200-110 | Propranoclol ;
Heart Examination® 103 (10) 7/3€ 0735
108 (€,8,10)
112 (1,2)
118 (1,2,4,6,8)
160 (6)
302 (1)
Abgomen 103 (10) 117 (8) 4/42 1739
106 (8)
108 (6,8,10)
308 (10)
Extremities 108 (1,2,4,6,8,10)] 104 (1) 8/28 7/38

113 (1,2,4,6,8,10)| 107 (8)
155 (1,2,4,6,8,10)] 118 (4,6)

160 (2,4) 152 (6)
202 (4) 153 (1,2,4)
207 (10) 159 (4)

255 (1,2,4,6,8,10)! 214 (2)
305 (1,2,4)

Other 101 (10) 104 (1) 8/63 7742

106 (4) 153 (4)

205 (1,2,4) 209 (2)

217 (8) 214 (4,6)

224 (2) 218 (4)

253 (2,8) 307 (1,2)

305 (10) 352 (8)

385 (1,2)

Total Number of Patients
with at Least One Newly- 30/46 17743
Occurring Abnormality/
No., of Patientsee®

N

+pefined as an bnormality reported during the double-blind phase that was not present
during the placebo washout or an abnormality (reported during the placebo phase) that
worsened during the double-blind phass of the trial.

*Fisher's = 0113

*Chi.square s 0153

0/-01833

.- NIORK




68¢0

TARLE 33
(Continued)

P% 200-110 STUDY NO. 302

ADVERSE REACTION LISTING

Veek And Severity Of
Trestaent Patient
Group Wo. Adverse Reaction First Last vorst
Ocourrence Ocourtence® Occurtence**
PN 200-110 415 Nasal Dryness 4 - Milg
{Continyed) Energy ODecrease 4 - Mild
418 Weight Cain A - Moderate
Coorcdination, Diff/ 2 - Mild 3 - Mlld
Loss
Placebo 108 Chest Pain 2 - Modecate 4 - Moderate )
107 Palpitation 4 - Mild
113 Flatulence 4 - Moderate )
115 Tinnitus 1 - MNild 4 - Mild
152 Dizziness -3 - Nild
154 Constipation 2 - Mil¢
158 UR1 -2 - Mild -1 =« Hild
Coughing 2 - Mg 3 - Milg
Headache -3 - Moderate
159 Back Ache/Pain, etc, 4 - Moderate
Chest Pain «2 -~ Mild
202 Edema 1 « Milg & - Milg
Cramps Leg/Teet -2 - Mild
Tingling -2 - Mild
204 Dry Mouth 2 - MiMd
205 Diarchea 3 - Nild 4 - Mild
Dizziness 2 - Mild

*Presented only 1f there is & multiple occurrence,

“resented only 1f Uifferent fros Infomation recorded under Tirst or last occurtence.-

€289




TARLE 33
{Coat inued)

PN 200-1 10 STUDY NO. 302

ADVERSE REACT ION LISTING

Week And Severity of v
Treatasnt Patient
Goup M. Adverse Reaction First Lest worst
Ocasrence Ocour rence* Occurrence*®
flacedo 252 Headache 1 - Xald
{Continued) Hyperdipsia (Thirsty) 3 - Mild
254 Diz2iness -1 - Mild 3 - Midd
257 Throat Pain/Numb/Ache,
etec. -2 - Mild
Headache 2 - Mild
302 Joint Pain 4 - Mild
Nusbness «2 - Moderate 4 - Muderate B
304 Back Ache/Psin, etc. «2 « Moderate 1 - Moderate )
Nasal Congestion -1 - Mild
. 306 URI with Cough -2 - Moderate
Chest Pain -3 - Mild
Headache 3 - Moderate | -
. 307 Coughing 1 - Mild 2 - Mild
Headache -3 - Mild 4 -« Moderate | -1 - Moderate
312 Headache =1 « Mild
313 Dizziness 2 - Mild
Chest Pain 2 - Mild 3 - Mild
31s Cold -1 - Mild 2 - Mild
! Throat Discoafort =3 - Mild
{ Fatigue -1 = Mild 2 - Mild
352 Dizziness -1 = Mild
356 Oizziness 1 - Mild 2 - Milg
Ory Mouth -3 - Mild
357 Nausea 2 -~ Moderate
Voalting 2 - Moderate
Headache 1 - Mild

fesented only if thers 1s a multiple occurrencs,

“spresented only 1f diffecent fros infomiation reccrded undes first or last occurtence.
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TARE 33
{Cont inued)

PN 200-110 STUDY NO. 302

ADVERSE REACTION LISTING

Veek And Severity Of

Ireataent Patient
Goup . Mverss Reaction fFirst Last Yorst
Occurrence Occurrence® Occurrence**
Placedo 359 Arthritis -2 - Mild 4 -~ Mild -
(Continued) Chest Pain -3 - Mild
Edena 2 - N1l & - Mild
Diarshea 3 - Mild
Nausea 3 . midd
Dizziness «3 -« Moderate 2 - Mild
Drowsy 1 - Nild 4 - Mild
Fatlgue -1 - Mild 1 - Mild .
Headache 2 - Mild 4 - Mi)d -
361 Cold -1 - Mild
Teeth Ache, Paln, etc.| 3 - Moderate 4 - Moderate .
Dizziness 4 - Mild
. Dzowsy 2 - Moderate 4 - Mild
. Headache -1 - Mlld
Nervousness 2 - Modarate 4 - Mild
403 Weight Galn -3 - Modorate | -2 - Moderate
Rash -1 - Nild 2 - Wild
lapotance 3 - mild 4 - Mildg
Many Dreans 3 « Mild 4 - Milo
Headache -1 -« Milg
409 Welight Gain <3 - Moderate { -2 - Moderste .
- - a1 Backache/Pain, etc. 3 < Moderate | & - Mild -
Coughing 4 - Mild
Dizziness 2 - MidMd
Headache 1 - Mild
416 Headache 4 - Mild
417 Abdominal Oiscomfort 1 - ¥oderate
Nervousness 1 - Severe
Shakiness, Shaking 1 - Severe
Hyperhidroslis 1 - Severe

*Presented only 1f there 1s a aultlple occurrence.

Tesented only Lf different from information recorded under first or last occurrence.
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i M
At TD-110 STV 0. XN
COPMATIVE JOVERSE ACACTION MERUDCIES ASTED FIR MSELINE FYECTS

]
1
r( Sody Systee !
drazas Reaction M Z0-110 | Placsbo | M 200-1W | Plocsbo | M 200-10 | Placsbo | ™ 200-10 | Plarwo | M 20-110 | Prarene
(heas) [(noa?)| (naa® [(ral)]| (R=@) [(Re)] (Mad) [(hat3)]| (no (nu a9) :
flscell yuons
Testh Ache, Pain, etc. (2.2} 1{2.2) 1 {2.0)
seigt Galn 1 (2.4) v (2.8) 2 (a.%)
xin
muth Sores/ulcars v (2.4) 1 (2.0) Y (2.2
[ ] 1 (2.4) v (2.2)
nsculo-Saletal
Sackache/Pain 1 (2.2) 2 (4.8) 2 (8,1)
Ara/Lay Meavy/Tired 1 (2.4) 1 (2. ‘
int Pain ¥ 02.2) 1 (2.0) -
Legs Ache/Pain _ 1..(2.4) 1 (2.5
Cust Congastion 1 (2.4) LI ¥ 354
Cougning 1 (2.0) 2 (4.1) | 2402 v (2.2) 14(2.2) e (a2 |3 (6.M)
fasal Oryness 1 (2.4) t (2.0
Cxrdiovesculae
Cest Aain 2 (0.2 1 (2.2) T2 Yo v (22 |2
Oyspret . v (2.0) 1 (2.3)
dema v (2.0) 2(8.2) 3(7.0) 2 (4.0) 3 (7)) 2.0 4 (0.2 [2 (V)
Pulpitations ¥ (2.0) v (2.0) 1 (2.4) 2 (A.0) 1 (2.2) 2 (o) V' (2.0)
Techyemzdlia 1(2.4) v (2.7)
‘vointast inal
sminal Otscomfort 1 (2.0) 3 (¢.V) 3 (6.0 v (2.9
wtiation 2 (s.Y) 1(2.1) t (2.4) 3 (6.7} ' (2.03
e 7 (8.4) 1 (2.2) 2 (s, V)
: rlatulence 1 (2.2) 1 (2.0)
ayses 1 (2.0) 1 (2.1) 1 (2.2) 1 (2.4} 2 (4% 2 (&)
Stools, Looss Y (2.0) v {2.0) 1 (2.2}
vomiting V(2.0 v (2.9
rogenital
Oluresis 3 (2.0) 1 (2.2)
Ingotence 1 (2.2) 1 (2.2) t (2,0)
tocturis 1 (2.0} v (2.2
Melladucis 1 (2.0) v (2.2
Cartral Nzrvaes Systam
Cooruinstion, DiffAgss 1 (2.0) t (2.4) 1 (2.2}
Clzzinms 1 (2.0} 4 (8.3) 1 {(2.4) 3 (7.1 | 1(2.2) 4 (8.2) ]5(0.2)
Enargy Oacrams 1 (2.4) 1 (2.2)
Oroesy 1 (2.0) 2 (a.2) 2 (4.4) 2 (s.a) 2 ")
eadache 3 {s.1) 3 ¢6.1) 3 (v0.2) 2 {a.2) 4 (9.9} t (2.2) 3 (11.9) 2 (s.0) 9 (10.4) 7 (14.3)
sany Orems 1 (2.0) 1 (2.0) 1 (2.2) ¥ (2.2) Y (2.2 | v (2.0)
Nervousness, t (2.0) 1 {2.9) t (2.2) 1 €2.2) 2 (a.0)
Sakinms, Nexing 1 (2.0 1 (2.0)
" Tangtus 1 (2.0} 1t (2.9 1(2.2) 1 (2.2} t (2.0
Agooaic Ngvous Systes
flushing ¥ (2,8) 1 (2.4) v (2.0)
Dry sownh 1(2.0) 1 (2.0)
woerhiarosis ' (2.0) 1 (2.0) 1 {2.0) 1 (2.0 ] 2.0)
Wyperolpsis 1 (2.2) 1 (2.0)
¥isual Disturberce 1 (2.4) v (2.0

*p>.10 for sach wverss resction far comparing AN 200-110 to placebo (Flsier's Eaact Yest).

.
s
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Figure 8
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Figure 9 .
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Figure 10 .
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Figure 11

PN 200-110 STUDY #302
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Figure 12 )
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Figure 13
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Figure 14

PN 200-110 Study #302
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PN 200-110 Study #302
_ .mmary of 24 hour ambulatory monitoring

Figure 15
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Figure 16

PN 200-110 Study #302
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Figure 17

W PN 200-110 Study #302
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Figure 18
n PN 200-110 Study #302
. ..nmary of 24 hour ambulatory monitoring
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Figure 19

A - PN 200-110 Study #302

. .aamary of 24 hour ambulatory monitoring"
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200

1504 X%

Syctolic BiP,

100 -
150 1

100 -

" Diastolic B.P.
X

50+
150+

Legend

A WEEK -1

) X WEEK 4
50 T
&o® “QO egf\: 6“\9 6@(“‘ a0° 6?«\ "

Time of day 0305

100 X ..

Pulse




a8 o L B A A S S BRI U U PN S

. s
=

{

PN 20
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Figure 21

1L PN 200-110 Study #302
, -mmary of 24 hour ambulatory monitoring
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Title
The Muiticenter Evalyation of the Safety and Efficacy of FN
20¢-110 an the Treatment of Hypertension Comparsd to
Hydrochlerothiazids
Investigators
Walter M. Kirkendall, M.D. Hermes A. Kontos
The University of Texas Medical College of Virginia
Health Science Center at Houston McGuire V.A. Hospital
HoustonT—Texss Richmond, Virginia
Paul Simon, M.D.
Long Island Jewish Medical Center
Manhatten, New York.
Dates of Study: May 23, 1984 to April 16, 1986.
Ob jective
To evaluate the safety and blood pressure lowering effect of PN
200-110 (PN) 5 - 10 mg bid, compared to hydrochlorothiazide (HCT) |
25 - 50 mg bid, in pat1ent§ with mild or moderate essential .. ;‘;;%{}Qn S
hypertension during & "ten week period. - - %ﬁ%&i:;$f
Design

—ThiS“wés'a~mu1tiééntbrf{
:parallel group stud

it o R R

- ,,.,}.,» N




Patients entered the 3 -~ 5 week placebo washout period, during
which all previous antihypertensives were withdrawn. Sitting
blood pressures were evaluated and, to qualify for study,
patients were required to have a SDBP > 95 mm Hg on any two
consecutive visits during this period. Placebo responders,
defined as a continuous reduction in SDBP for each evaluation day
of this period and a > 10 mm Hg decrease at end of period, and

. severe hypertensives SDBP > 120 mm Hg on two consecutive
evaluation days, were excluded.

After completion of placebo period, qualified patients were
randomized to either PN or HCT. Patients were stratified to
groups > 95 - < 105 mm Hg and > 105 mm Hg. Medication was given

[ - I 4 A
BUIU T o J

weeks. If average SDBP was > 90 mm Hg at end of week 4 or was >
110 mm Hg at end of week 2 or 3, dose was increased to PN 10 mg
bid or HCT 50 mg bid for remainder of study (6 weeks). From week
5, the dose remained unchanged unless SDBP was more than 105 mm
Hg, in which case dose was increased but could not excced PN 10
mg bid or HCT 50 mg bid. Dose could be reduced in case of ADR.

Evaluations

Table 2 presents evaluation schedule. Patients were seen weekly
and vital signs recorded. Special examinations performed for

investigator’s interest included: plasma 11p1d profiles at Centers ..
A and C and plasma renin act1v1ty,and plasma a1dosterone at ’ T
Center A. e e

Results

_sggrw'l th Cent &é
s

Lo o, L aSee e

k "for'ana'lyses. Four (two °
in each group) completed the studygbut were. not valid as they had
not sat1sf1ed entry cr1ter1a for-blood pressure or comp11ance.

N 3% Al AR o Fge s R Sy o




The mean age of the patients was 53.9 years (24 - 74); 50 were
male (54%); 40 (43%) were white, 48 (52%) black, 1 oriental and 3
"other". Mean duration of hypertension was 10.2 years. There
was no statistically significant differences between the two
treatment groups. Center C consisted of 77% white while other
two centers were mainly black. Table 7 summarizes patient
distribution by last week of study completed.

Mean daily dose of study drugs is shown in Table 8. Over fixed
dose period (weeks 5 - 10), mean dose was 12.1 mg PN and 60.1 mg
HCT. Dose was reduced for two-patients during this period due to
ADRs, fatigue (PN) and palpitations (HCT). Ten PN and 12 HCT
were titrated to high dose during the study. Over 72% PN and 68%
HCT were maintained on low dose for duration of active phase

Table 9 lists dose for partially valid patients.

Interactions

Table 10 summarizes statistical significance of interactions from
analysis of efficacy variables. It also displays efficacy
results by investigator and treatment for weeks 5 - 10. There
was a statistically significant treatment x time x investigator
interaction for sitting diastolic blood pressure. Table 11 gives
the per-timepoint analysis for this variable. None of the
treatment x investigator interactions, showed statistical
s1gn1f1cance for this analysls a

Efficacy

Titratio

Tables 12 -~ 15 summarize results fof weeks 1’ 2, 3 and 4 of

active treatment for valid and partxa1ly valid groups." soBP




Fixed Dose Weehs 5 - 10

Tables 16 and 17 summarize results for this period for valid
patients and valid plus partially valid respectively. Results of
SDBP for valid patients was - 16.3 mm Hg (PN) and - 13.8 mm Hg
(HCT). For endpointanalysis, the reductions were - 17.7 (PN)
and - 12.9 mm Hg (HCT). Both drugs caused statistically
significant reductions in SDBP compared to baseline with between
group differences also being statistically significant.

The mean increase in pulse rates were 2 - 4 bpm for PN and was
statistically significant from baseline and from HCT,
Categorical analysis for valid patients is shown below.

Group n = Number (%) Patients
1 2 3 4
PN 36 26 (72%) 3 (8%) 5 (14%) 2 (6%)
Placebo 37 17 (46%) 11 (30%) 7 (19%) 2 (5%)

Approximéte]y 80% of PN and 76% HCT had at least a 10 mm Hg
decrease in SDBP; but, 72% PN versus 46% HCT had a mean SDBP < 85
mm Hg over this period. Sponsor maintains that this shows PN to
be more efective than HCT when used as monotherapy. The results
are. reasonably consistent across centers.@except center. .C .had
fewer category ‘1 patients ‘than the other centers. . About 89% PN
and’ 86% HCT had a mean SDBP 90 m“"'ﬁg. \ ‘

iéd?és 1 6 esent chaﬁges from baseiin;}'by center while
figures 4 - 6 display mean changes from base11ne for all valid
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Dropouts

There were no clinically significant changes in x-ray
examinations. ECG changes are shown in Tables 23 -~ 25. There
was a higher incidence of pewly occurring abnormalities with PN
than with HCT (50% v 38%). The most frequently reported events
were sinus tachycardia, sinus bradycardia, sinus arrhythmia and
ST and/ or T wave changes. PN patients exhibiting sinus
tachycadia during the study, had a heart rate based on 88 - 100
bpm during placebo period. Those with bradycardia had a rate of
60 - 70 during placebo phase. Except for one patient (49 bpm),
rate was at least 55 bpm. One PN was withdrawn due to atrial
fibrillation. One PN had bigeminal rhythm at end of first week
and was withdrawn due to palpitations.

cal-taboratoryTests

Table 27 presents results by center for hematology variables.
Even though some of the results were statistically significant,
they were not regarded as clinically significant. Table 28
presents urinalysis results and Table 29 chemistry. Variables
that showed statistically significant mean changes from baseline
in more than one center are: calcium, BUN, uric Acid, total
protein, albumin,cholesterol, alkaline phosphatase, potassium,
chloride and €C02. The changes normally expected from HCT were
seen in this study. Changes by patient over time are presented
in Tables 30, 32 and 34. There were no serious changes in SGOT
or SGPT. ﬁ%%g;gted a]ka]1ne _phosphatase was recorded in 5-PN and
1 HCT pataent' “Bﬁood gTucose increased in 7 PN and 6 HCT
patients. - . .4 -




Week PN % HCT %
1 10/483 21 16/50 32
2 10/46 2 14/48 29
3 15/46 33 10/48 21
4 15/45 33 11/47 . 23
5 10/43 23 12/47 26
.6 12/43 28 7/45 16
7 3/40 8 8/43 19
8 7/39 18 8/42 19
9 7/39 18 8/41 20
10 4/37 11 6/39 15
; Weeks 1 =~ 10 33/48 69 38/59 26
: There were no statistically significant differences between
§ groups. Table 42 lists ADR by patient. The ADRs listed as
| severe were (PN): diarrhea, vomiting, headache, pollakuria, gout,
! inflamed eyes, dizziness. For HCT, the severe reactions were:
flu, weakness, urinary infection, increased platelets,
hypokalemia, backache and fatique. Headaches were reported as
severe in 3 PN patients, 2 requiring withdrawal from study.
Table 43 presents comparative data after adjustment for baseline.
The most commonly reported events were headache, dizziness,
palpitations, edema and abdominal discomfort. There was a
) statistically significant difference for edema compared to HCT.
Two of nine edema patients were discontinued from the study.
Weakness and chest pain were more frequent with HCT and abdominal
. discomfort with PN.
‘Discussioon )

- Tny M et . B ui £ R U SR
. g .,3 D hn ,n- W JRSY . \nv N \ - zy 5% T

44;‘, Fnd

Both study drugs caused S]gﬂlflﬁﬂnlﬂfedUCIJOhS—JR—b100d~PF655H

Reviewer’

-after one week’ treatment with further reductions as study
progressed The reductions with PN were greater than with HCT.

s Comments

L ;i!%%ym -~
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TABLE 1
PN 200-110 STUDY NO. 303

DOSAGE SCHEDULE

Active Treatment?

Placebo
Treatment Washout Titration Period*t Flateau Period
Group Weeks ~3,~-2,-1 Weeks 1, 2, 3, & 4 Weeks 5, 6, 7, 8, 9 & 10
PN 200-110 One, Pcb* cap One, 5.0 mg One or two
Group bid PN 200-110 5.0 mg
cap bid PN 200-110
cap(s) bid
Total Dose/Day 10 mg 10-20 mg
HCTZ** One, Pcb* cap One, 25 mg One or two
Group bid HCTZ cap 25 mg HCTZ
bid cap(s) bid
Total Dose/Day 50 mg 50--100 mg
{—~ Single — — Double-g1lind >

Blind

*Pch = Placebo

+Dose was administered a.c. before breakfast and supper.

*+4CTZ = Hydrochlorothiazide

++The dose was increased by one capsule bid (l.e., 5 mg PN 20
if the average sitting diastolic blovod pressure was >90 mm H
evaluation, or at end of Weeks 2 or 3 if the average sittin
was >110 mm Hg or posed a hazardous state to the patient.

0-100 bid or 25 mg HCTZ bid)
g at the Week 4
g diastolic blood pressure
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TARE 2

91150 M 200-130 STUDY WO. 03

ALOVW OWARY
‘ . £®D OF BPILEX -
Single-Sling Deuidls-Sling: Active Trestment Periced
tvalwtion Initisl| Placete Ymiwut Titretion Period Plateay Puricd
visit
=3 ~2 -1 ] 2 3 [} 3 [ 7 [ 3 1 4 0 . 12
-8 Time O Final Follow-up
Evalust lors JEvalust lon
Sackground Inforsation
CAF Bx, Pue z
Prysicel €xan CRF PE X xe
Cardiavascular Evaluation .
CAF CV X X | xoe x X Ree | xoo X e xe
sstient Inclusion/Baclusion
Critezia ORF IE x
B8lood Pressuts; Vilsl Signs
CRF vS X 3 X X 4 b 4 X X X b 4 x X X xe
Laborstoty Evsluation
(incl. urinelysis, CTBE, x X x? FLEE I LI B 2 | oxt x x| x? g x}
Dloos chea.) CRF LAB 4e
€CG Cvaluatiun ONF €CC x - 3 Xee 2 x xee | xoo z gee xe
Chest X-Ry: COAF CX b { 'Y
. chalsclogic Examinatlion
o xre . xe
Concomitant meaication
CRF O X « AS REQUIRED -
Conagnt CAF COM 3 « AS REQUIRED -
uegication Cneck ORF oC x X X X X 4 X X X X x Xe
Agverse Reaction CRF AR z z } 3 X % x X X 3 X 1S xe
1
Lipoprotein Prolflle CAF '
Conter & x x X, 1
Conter € X |3 4 x » 4 3 X
PRA, plasas alpoztecone
angd 28 Wus ytine
CAf LAD-)
Center A N  § x X
End of Study Inforeation .
CRF ES xe |

*0r wpon discontinuetion from the study.
TA chest X-tey obtajned within sia (6) sonths prior to the patient enteting the treil asy heve setved as baseline for the study end
w88 NOt TEPEATEG 3t the Initisl visit provided thet the chest X-tey was norwal, or accoroing to tne trvestigator's ludgment, eny

abnareslity was considered alnor and not clinically zelevant end a clinlcal conditlon requiring s chest X-ray had Aot .ccuzrred during
this intervel. Otnetwise, an X.ray was odtained.

. TtThe ophthsleclogic essminstion ses perforsed sny time during the sashout period But a3 close as possible %0 the Veek -1, Tiae O *R.
'!u!\nuon cospleted only If Gose vss Increesed Ouring the present integval.

" tesr function tests only: LDW, total bilirwdin, SCOT, SGPY, alkaline phosphatase, initisteg duting October end Noveader 1984
study sas In progress.
& 1eport forw loentifiers.

ons
0/=-014557
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TARLY 4

™ 200~110 STUDY MO. 303

REASONS POR DECLARATION OF PARTIAL WALIDITY
OR INVALIDITY POR EPFICACY ANALYSES

valid
Treatwent Patient Wroxgh Week Reason for
Qroup Bo. Week Discontinued Discontinuation
= PARTIALLY VALID -

N 200-1i0 106 5 6 HBeadache - unrelated illness:
Beadache disappeared 3 wks.
before stopping med.

Pt. discontinued at patient's
request, and was put on
Piorinal® for migraine by
ptivate physician,

118 3 3 Uncooperative

152 8 8 Uncooperative

204 5 6 Adverse Reaction - atrial
fibrillation

207 3 4 AMverse Reaction - ankle edema

308 6 6 Patient left country

332 1 1 Adverse Reaction - palpi .ctions

334 4 9 Adverse Reaction - myalgis and
edena (patient took HCTZ
during Week S5).

n 3 4 Alverse Reaction -~ dizziness

- PARﬂﬂdJ VALID -~ i
BCTZ 120 4 6 Uncooperative

208 8 8 Abncrmal labs .
SGO? increased {Screening -
within normal limits)
SGPT increased (Week 1)

209 7 7 Study drug not effective

228 8 9 Mverse Reaction - abnormal
labs - BUN, Creatinine,
Platelets increased (possibly
related to diuretic therapy,

281 3 3 Study drug not effective

274 6 6 Chest Pain - unrelated illness
Patient entered with stable
exertional chest pain, which
increased and persisted after
discontinuing RCT2

304 6 6 Patient left town

309 L] -] Patient required prostate
surgery

324 8 9 Adverse Reaction - myalgia

340 1 1

Patient left town J

0317

C/-015C8




TABLE 4 (Continved)
PR 200~-110 STUDY NO. 303

REASONS FOR DECIARATION OF PARTIAL VALIDITY
OR INVALIDITY FOR EFFICACY ANALYSES

Rt e s 3 S AT B i T R e i AT

valid
Treatment Patient ‘Through Week Reason for
Group No. Week Discontinued Discontinuation
« INVALID -
' PN 200~110 205 Invalid - Completed study but non-com-
pliant (798 compliant!
323 Invalid 1 Adverse Reaction ~ headache
and only 57% compliant for
Week 1
338 Invalid - Completed studv but did rot
satisfy blond pressure entry
reguirements
- INVALID -
acTZ 103 Invalid - Completed study but did not
satisfy blood pressure entry
requirements
105 Invalid 1 ' rerse Reaction - nauvsea/
weakness and was only 4238
compliant during Week 1
] | Invalid - Completed stuciv but was non-
compliant (78% of doses
taken)
0317
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TABLE 5
PN 200-110 STUDY NO. 30)

DISTRIBUTION OF PATIENTS BY EFFICACY ANALYSES CLASSIFICATION AND CFMTER

Irestaent Croup

Total
Investigator N 200-110 HCTZ Totel
Portislly Pertially Partially
valid valtd Invalid | valild valid Invalid | Velle Valld lavalid
A 3 3 0 1 ' 2 2 & 2 28
Bincv)* 4 2 1 4 3 1 s 2 18
a(vay* ? 0 ¢ 6 ? 0 1 2 0 1}
< e R 1 2 16 4 0 ) ] 2 40
fotsl 3 y 3 » 10 3 73 19 6 98

19510~"0
8¥I€0

‘MCY - Medical College of ¥irqginla
VA . McCulre VA Hospltsl

£ “vaes



. ;\ TABLE 7
PN 200-110 STOUDY ND. 303
DISTRIBOTION OQfF PATIENTS BY STUDY WEEKS COMPLETED
Last Study Week Campleted
Center | Treatment Total
Group 1 2 3 4 s 6 7 8 9 10
PN 200-110 ¢ 0 1 (V] 0 1 0 1 0 1 14
A
HCTZ 1 0 o 0 0 1 0 0 0—112 T m
PN 200-110 | © ) 0 ] 0 ! 0 0 0 5 7
B(Mcw)t
HCTZ 0 0 1 0 0 14} 1 1 0 S 8
PN 200-110 (] 0 0 0 0 0 0 0 0 ? 7
B(va)*
RCT?2 0 0 0 0 0 1 o} 0 1 6 8
PN 200-110 | 2 0 0 1 1] 1 0 0 2 14+ 20
C
HCTZ ] 0 OjJ 0 ] 1 ] (1] 1 16 20
e~ ———— }“mm
PN 200-110 2 0 1 2 0 3 0 1 1 38 48
Total
RCTZ 2 0 1 0 1 3 1 1 2 39 S0

*Center B: MCV - Medical College of Vicginia
VA - McGuire VA Hospital

+Hpatient No. 319 completed the trial, but no study data was obtained at the

final evaluation visit (Week 10). The patient was considered a completely
valid patient for analysis.
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TAL

PN 200-110 SIL'OY NO. 303

‘MEAN DAILY DOSE (MG)
VALID PATIENTS

(%4

PN 200-110 HCYZ
WEEX

N Mean $.0. Min. Max ., N Nean 5.0. Min. Nax.

Veek | 36 9.99 0.6% 8.57 12,14 37 49.98 3.10 42,84 58.3)
reek 2 35¢ 9.7 .V 5.00 11.43 37 49.53 4,64 36.64 67.66
Yeek 3 36 9,93 0.47 8.57 10.83 37 54.62 13.67 a2.86 100.00
Veek & 36 9.88 0.93 7.9 13.57 3 $3.42 14,61 32, 100,00
Veek 5 36 11,98 3.9 8.%7 20.00 37 59. 3 20.84 35.71 1060.00
Yeek 6 36 11,65 4.02 7.86 20.71 37 61.00 19,57 42.86 100.00
veek 7 36 12,13 4.00 8.00 20.71 37 60,52 20.01 46.43 100.00
Week 8 3¢ 12,15 4.20 5.00t 20.00 37 60.59 21,61 35.71%t| 100,00
veek 9 36 12.30 4.50 5.00t 20.00 37 61.40 22,49 25.00tt| 109.00
veek 10 36 12,25 A3 s.71t 21.25 37 59.83 21.32 25.00tt|{ 100.00
Weeks 5-10 36 12.0S 3.90 8.88 20. 11 37 60.13 19,91 a1,18 100.00

*patient #252 missed the Week 2 visit,
*épatient #230 missed the week 8§ visit.

tThe investigator reduced the dose regimen for Patient No,

(fatigue).
t1he Investigator reduced the dose reglmen for Patient No, 330 to 1 capsule nd d

(palptltatians),

329 to

{ capsule qd d*e to an adverse reactlion

ue to an adverse resction

8 dqey



TABLE 9

PN 200-110 SYUDY NO. 303

MEAN DARILY DOSE (MG)
VALID AND PARTVIALLY VALID PATIENTS

-

PN 200-110 HCYZ
WEEK

N Mean S.D. Min. Max. N Hean S.0. Min. Max.
Yeoek I a5 9.83 0.05 7.14 12.14 47 a9.73 3.69 34.09 58.33
Veek 2 43¢ 9.62 1.29 5.00 11.43 46 49.54 4.62 36.84 67.86
Veek 3 44 10.02 1.75 5.1 20.00 46 55.64 15.06 38.89 100.00
Yeek ‘A 42 10.13 1.78 7.19 20.00 45 53.92 15.12 32.14 100.00
Wezk 5 40 11.98 3.82 8.57 20.00 44 62.28 22.73 35.;1 100.00
Yeek 6 38 11.58 3.92 7.86 20.7% 43 62.62 20.92 42.86 103.57
Yeek 7 37 12,07 3.96 8.00 20.7 41 60.86 20.42 37.50 100.00
Yeek 8 36+ 12.13 a.14 5.00t 20.C0 40 61.05 21.42 35.71t¢] 100.00
Veek 9 36 12.30 4,50 5.00t 20.00 37 ,61.40 22.49 25.00t¢| 100.00
Yeek 10 36 12.25 4.34 5.71¢ 21.25 37 59.83 21.32 25.00tt| 100.00
Yeeks 5-10 40 12.065 3.81 8.88 20.11 44 62.62 21.39 41.18 100.00

‘patient No. 252 missed the Week 2 visit.
t+paifent No. 230 missed the Week B8 visit.

(ratigue).
cu( alpitetions).
e peip
(WY

-¢The investigator reduced the dose redimen for Patient No. 329 to 1 capsule qd dug

to an adverse reaction

q?rhe fnvestigstor reduced the dose regimen for Patlent No. 330 to ) capsule qd du¢ to an adverse reaction

6 3qeL



¢G¢€0

SPUNPN U VP

4""\‘
) Tha
’ PN 200-110 STIOY ND. 303
SARY COPARATIVE RESATS FOR TREANENT X INVESTIGATOR, TREADENT X TI}E AD
TREATMENT X TIVE X INVESTIGATOR I..TERCTIONS FOR THE AATEAU PERID - VALIO PATIENTS
vecatment X
Bas2line Mean Hean Charge Tswestigator | ¥ X Tise | Tzestmert X Vime
Varidls Irwest lgetor (Semple Slre) fFrom Daseline Interact lon eract jon X Lwestigator
A 200-10 HCTZ M 2010 | HCTZ p-valus p-value p-value
Sittirg A 186.5 (11) | 189.6 (V1) -16.52 -23.45
Systolic
8.P, (mm Hy) B (MCV)* | 156.6 ( 4) | 163.0 ( &) -29.02 «-29.46 0.21 0.93 0.63
B8 (VA)* 1%0.7 ( 7) | 130.5 { 6) -11.30 -25.08
c 140.2 (34) | 144.1 (¥6) -18.85 -15.30
Sitting A 100.% (11) | 101.6 (1%} -17.°2 -16.39
Dlastollc
B8.P. (mm Hg) B (MCV)* | 102.5 ( 4) | 100.1 ( &) -22.33 -15.81 0.29 0.61 0.01
B(va)* { w014 (7){ 983 (6)] -16.58 -15. 11
C 98.0 (1) 96.1 (16) -15.36 <10.98
Sitting Pulse [} 7.2 (1) 70.0 (11) 5.18 6.64
(beats/ain)
B (MCV)* 85.5 ( &) 75.€ ( &) «~¥.13 ~3.42 0.66 0.10 0.98
B8 (VA)* 73.1( 7) 70.2 ( 6) 5.56 0.82
(o 72.9 (1) 72.9 (16) o.11 0.46

Y - Medical College of virginis
VA - McGulre VA Hospltal

01 *1qel
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TARE 11

M 200130 SREY ND. NI

ABSARY OF CONPAATIVE RESATS FOR SITTING DIASIOLIC BLOMD PRESSIRE
VAL 1D PAYIENTS
FER TDE FOINT MIALYSIS URIIGC BHE MLATEAR. 7ERID

B Hean Charge fren Gamiine ot;
Sesaline Ve
iovast igater ‘Sempla Sise) Yedk 3 Yeuk & Yedk 7 Yedk 8 Yok & Vedk 0
aN0-10 [ 14 ™ 200-tD iz A 200-1 0 HETZ ™ 200-10 [ -1 S 00-110 | X ™~ 200-10 erz 20010 | N2
A 100.1 (1) {1016 (11) -17.27 -17.64 -17,%5 «17.64 -16.00 -17.7 -17,43 15,82 -18.00 -15.00 -6, 36 =14.91
8 (wov) T (w28 € &) {100.1 ( &) -24.7% 14,28 -18.50 -~13.88 «21.00 -13.%0 -19.30 -14. 08 -22.00 <23.% -70.8 -le.08
€ (va) wia(7 {2n3(6 -13,14 «14.03 -3.93 -15.33 -~14.57 -16.33 -14,17¢ -16.07 -23.9 -13.0 -46.97 -12.03
c 9.0 (14) | 98.% (W), -17. % -10,7% -14.68 -9.47 18,79 -%0.38 -15.18 -1, -14.64 -12.m 18,37 | 11, @
fotal 2.0 (36) [ 99.4 (37) -17.2¢ -12.8% -1¢.22 -13.%2 -13.8) «13.73 -14,20 -13.90% -8, 97 -1a.97 -17.74 -12.96
vl for:
Teeatasnt Effect 0.057 0.076 0.252 0.14) 6.08 0.00
fovestigator Effect 0.308 0.033 0.4v4 g.241 0.00% 0.08%
Treslast x Investi. 0,091 0.504 0.29 0.600 0.49 0.3
getor Intersction 1

neé ')

11 3197y



PN 200-110 STUDY NO. 303

TABLE 12

SUMMARY OF COMPARATIVE RESULTS FOR BLOUD PRESTURE AND PULSE

WEEK 1 ~ VALID AND PARTIALLY VALID PATIENTS

Trestanent
Period
Baseline Adjusted
Treatment Mesn Mean
Varlishle Group N Mean S.0. Charge S.D. Changet Mean s.D.
Sitting PN 200-110}a5 | 147.9 16.35 | ~14.100s 16.09 -14.6 133.8 12.03
Systolic BP
(om Hg) MCY2Z 47 | 149.6 12.75 | <16, 190¢ 13.66 -15.6 133.5 14.35
Sitting PN 200~-110145 | 100.5 4,21 | =12.50%e 7.95 38.0 .41
Diastolic 8P
(am Hg) NCTZ 47 | 100.4 4,70 | <1D.180e 7.40 90.3 9.03
itting PN 200-110}45 75.2 10.4€ 4,700 8.7a 8.9 79.9 12.18
‘1se
er ain) HCTZ A7 72.7 3.69 3.400 7.77 3.2 76.1 10.7
(*)p<. 10, *p<.05, **p<,01, *=*2p(, 001
tResults presented only when analysis of covariance assumptions were met.

0/-01571




TABLE 1)
PN 200-110 STUDY NO. 303
!
SUMMARY OF COMPARATIVE RESULTS FOR BLOMD PRESSURE AND PULSE

WEEX 2 - VALID AND PARTIALLY VALID PATIENTS

.
P S

! Treatsent
Period
Baseline Adjusted
; Trestment Mean Mean
Yarisble Group N Mean 5.9. Chamge S.0. Charget Mean S.0.
Sitting PN 200-110]43*| 146.8 15,68 | 17,3000 14.28 | -18.2 15,5 | 11.08
Systolic 2P
(mm Hg) HCTZ a6 | 199.8 12.79 | 16,3000 124,22 | -15.4 133.6 14,29
Sitting PN 200-110(43°*] 100.3 4,23 | ~15. 9“'—‘ 7.63 84.4 7.49
Diastolic 8P abe
(mm Mg ) HCTZ a6 | 100.4 4.76 | -19.00ee 7.33 90.4 | 9.24
Sitting PN 200-110143* 75.2 10.5% 4,30 8.82 4, T= 79.6 11.83
‘ulse (‘)
ser ain) HCTZ a6 | 72.5 8.08 1.7 8.77 1.3 74.2 | 10.15
" (#)p<.10, *p<.05, *9p<.01, **9L<.001
fResults presented only when analysis of covariance assmptioru were met.
*patient #252 did not have a Week 2 visit.
0/~01572




TABLE 14

Pi 200-110 STUDY NO. 303

SUMMARY OF CONPARATIVE RESULTS FOR BLOGD PRESSURE AND PULSE

WEEK 3 - VALID AND PARTIALLY VALID PATIENTS

Traateent
Period
Bassline Adjusted
Treatment Mean Mean
varishle Group N Hean S.D. Change S.D. Changet Measn 5.0.
Sitting PN 200-110{84 | 147.5 16.43 | ~17.200¢ 17.51 130.5 9.73
Systolic doP -
(am Hg) HCTZ a5 | 129.8 12.79 | =18.5%e¢ 11.87 131.4 12.96
Sitting PN 200-110}aa | 100.3 84.26 | ~16.3%00, 9.63 84.2 9.60
Dlastolic 8P )
(mm Hg) HCTZ a6 | 100.4 8.76 | -12.2000d 6.16 88.2 | 7.87
sSitting PN 200-110]6a 75.4 10.32 S.10e 10.32 5.8 8Q.5 11.5%6
‘ulse 4
(per ain) MCTZ2 4 72.5% 8.88 3.1* 8.01 2.&—] 75.6 6.98
(*)p<. 10, ’b(.OS, ssn¢. .01, ®*oen,. 000
tResults presented only when analysis of covariance assumptions were aet.
v 0320
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PN 200-110 STUDY NO. 303

TABLE 13

SUMARY OF COMPARATIVE RESULTS FOR BLOGD PRESSURE AND PULSE

WEEX 4 - VALID AND PARTIALLY VALID PATIENTS

Treatment
Period
Baseline Adjusted
Trestment Mean Kean
vVarisble Group N Mesn S.D. Change S.D. Changet Wean $.D.
—_—
sitting PN 200-110[42 | ta7.8 16,81 | -19.,000» 17,18 -19.5 128.8 12.%8
Systolic 8P . N
(ns Hg) HCT2 A | 139.4 12,67 | -20.1e0e 14.16 -19.5 129.4 13.%9
sitting PN 200-110{42 | 100.4 4.32 | -16.8%00n 8.87 83.6 9.3s
Diastollic BP
(mm Hg) HCTZ as | 100.0 4.18 | -13.400e ] 5.49 86.6 6.3%
Sitting PN 200-110}42 75.4 10.74 4,200 7.70 4.6 79.5 11.62
wilse 4
‘per min) HCTZ as | 712.a 8.94 2.0 8.82 1.5 78,3 9.43

{*)p<.10, *p<.05, **pC. 01, **ep(, 001
TResults presented only when analysis of covariance assumptions: were met.

-
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PN 200-110 STUDY NO. 303
!

TABLE 16

SUMWRRY OF COMPARATIVE RESULTS FOR BLOMD PRESSURE AND PULSE

VALID PATIENTS

PLATEAY PERIOD (WEEXS 35-10) MEAN VS. BASEL INE

Treatsent
Periog
Baseline Adjusted
Trzeataent ~WEW MR
varisble Group N Mean S.0. Change S.D. Charget Mean . S.D.
Sitting PN 200-110}36 146.0 13,76 «17.8002 15.09 -18.7 128.2 .11
Systolic BP
(mm Mg) HCT2Z 57 148.8 12.84 «2(.8v0e 11.13 «19.9 128.C 10. 21
Sitting PN 200-110136 99.8 4.02 -16.9%00,, 6.35% 82.5 5.54
Oiastolic BP
(mm HQ) WCTZ 37 99.a 3.35 | -13.8ve0d 5.21 BS.€ 5.9a
Sitting PN 200-110}36 75.8 11,29 2,6(*) 7.76 3.2 78.2 10.83
i ulse
lmc: ain) HCTZ 37| 7.9 7.79 1.9(*) 6.73 1.3 73.¢ 6.74

{*)p<.10, *p<.05, **p¢.0Y, ***p<.00
tResults presented only when analysis of covarlisnce assumptions were met.




PN 200-110 STUDY NO. 303

TARLE V7

SUMMARY OF COMWPARATIVE RESULTS FOR BLOOD PRESSURE AKD PULSE

VALID M0 PARTIALLY VALID PATIENTS

EVOPOINT OF RLATEAU PERIOD (VEEXS 3-10)

Treatremt
Period
B8aselins Adjusted
Trestment— = Mesn— Mean——

Veriasble Group N Mean s.0. Change Ss.D. Chamet Mean .S.D.
Sstting PN 200-110140 | 148.0 17.19 | ~18,7¢00e 17.02 | -19.2 125.3 12.84
Systolic BP
(mm Hg) HCTZ sa | 149.a 12.82 | 19,1000 13.01 | -18.7 130.4 | 13.2a
Sitting PN 200-110{40 100.4 4.34 17,7000, 8.75 -17,6= 82.7 8.07
Diastolic BP . de
(ma Ng) HCTZ as | 100.0 8.22 | 12,9000 6.85 | -13.0-l 87.1 | 7.62
-1tting PN 200-110(140 75.6 10.67 4,2% 10.46 A.d'—1 79.8 13.43

1se .

.per min) HCT2 a8 | 72.a 9.0 | -0.5 < 8.36 | -0.9- 7.9 9.42
L
(*)p<.10, *p<.05, **p< .01, **ep( 001
tResults presented only when analysls of covariance assumptions were met.

0.4’1'0 1576




